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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address -- 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- E> tensions of tune ma;. be available u niter the provisions of 37 CFR 1 1 36' a !" no e-.ent. he.'.e.er ma;, a rep!;, 5e hmei , filed 
after SIX (6i MONTHS from tne mailing date of this communication 

- If ttie penod for repl. specified abo.e is less than thirty 30 ■ days, a reph .\ithm the statutor, minimum cf thirt, ;3CT da ,s /.ill be considered timel, 

- If NO period for replv is specified abo.e. the maximum statutor, period a>I> appl. and .-.ill e'pire Sia ;6 ; MONTHS from the mailing date of th.s communication 

- Failure to replv within the set or extended period for reply will by statute cause the application to become ABANDONED (35USC §133) 

- An; repl; received by the Office later than three months after the mailing date of this communication, e.en if timely filed, may reduce any 
earned patent term adjustment See 37 CFR 1 704(b) 

Status 

1 )0 Responsive to communicatlon(s) filed on 29 April 2003 . 
2a)0 This action is FINAL. 2b)0 This action is non-final. 

3) 0 Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1 935 CD. 1 1 , 453 O G. 21 3. 
Disposition of Claims 

4) 0 Claim(s) 7-7 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) 0 Claim(s) is/are allowed. 

6) 0 Claim(s) 1-7 is/are rejected. 

7) 0 Claim(s) is/are objected to. 

8) 0 Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

j 9)D The specification is objected to by the Examiner. 

10)O The drawing(s) filed on is/are: a)D accepted or b)0 objected to by the Examiner 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
1 1 )0 The proposed drawing correction filed on is: a)[7J approved b)0 disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

1 3) 0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 11 9(a)-(d) or (f). 

a)OAII b)0 Some*c)D None of: 

1 .0 Certified copies of the priority documents have been received. 

2.0 Certified copies of the priority documents have been received in Application No . 

3.0 Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) 0 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 1 9(e) (to a provisional application) 

a) O The translation of the foreign language provisional application has been received 

15) 0 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 
Attachment(s) 

1) O Notice of References Cited (PTO-892) 4) O Interview Summary (PTO-413) Paper No(s). . 

2) O Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) O Notice of Informal Patent Application (PTO-1 52) 

3) O Information Disclosure Statement(s) (PTO-1449) Paper No(s) . 6) O Other; 

U S Pate-- a- : T-aaema'* 0" ce 

PTO-326 (Rev. 04-01) Office Action Summary Part of Paper No. 9 
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RHSPONSi: TO APPLICANT'S AMI M)\ll \ I 



1. Applicant's amendment, filed 4 29 ()3( Paper No. S). is acknowledged. 

2. Claims 1-7 arc pending and currently under consideration. 

3. The following new ground of rejection is necessitated by the amendment filed on 4 29 03, 
paper No. 8. 

4. The follow ing is a quotation of the second paragraph of 35 U.S.C. 1 12. 



5. Claim 1-7 are reiected under 35 I'.S.C. 1 12. second paragraph, as being indefinite for failing 
to particularly point out and distinctly claim the subject matter w hich applicant regards as the 
invention. 

A. Claim 1 is indefinite in the recitation of "the epitope comprises amino acid residues 91-96 ot 
Figure 15 (SHO ID NO:8f . because Sl'.Q ID NO: 8 consisting of only 6 amino acids 
sequence. It is unclear how amino acid residues 91-96 are encompassed by SEQ ID NO:8. 
Furthermore. Figure 15 is represented by SEQ ID NO:6. 

6. In view of the amendment filed on filed 4,29 03( Paper No. 8), only the follow ing rejections 
remained. 

7. The follow ing is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless — 

lei the invention was described in a patent granted on iin application (or patent hv another filed in the I niteil Slates before 
the invention thereof hv the ap/)ln tint tor palent. or on a/i mlermitioinil iipplictiliun hv anolher who /his fulfilled tlie 
requirement 's of paragraphs til. I- I. and 14) of section A' lie) of tins title before I lie invention lliereof hv the applicant lor 
patent. 

I'lie < hanges imidc to A? ISC 102(e) hv the Aniciiant Inventors I'rolci in m lei of I ')')') t A 1 1' A ) do not applv to the 
examination of this application as the appln a I ion being examined was not 1 1 i tiled on or alter \ member 29. 21 It XI. or 1 2) 
vohinlarilv published uiulcr 2? I SC. 122(h) Therefore, litis application is c vaminctl under AS I S.( ' 1 02(e) prior to the 
amendment hv the A/I'. I (pre-AII'l A? I SC I02tel). 



8. Claim 1-6 stand rejected under 35 U.S.C. 102(e) as being anticipated by U.S. Patent No. 
5.788,966 (IDS Ref No. AA) for the same reasons set forth in the previous Office Action, paper 
No. 6. mailed 2 1 1 03. 

Applicant's arguments, filed 4 29 03 (Paper No. 8). have been fully considered, but have not 
been found convinenm. 
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Applicant argues that '966 patent discloses that mAb 1 B3.1 "reacts with T cells which have been 
activated for prolonged periods, both in \itro an din \i\o" (col.. 7. lines 52-54). Applicant 
argues the '966 patent discloses that the YAL-1 molecule may participate in the 
compartmentati/ation of activated T cells to sites of tissue localized immune responses such as 
those occurring in the synovial (col.. 9, lines 3-6). Further, the '966 patent discloses that the 
synovial fluid of arthritis patients expresses enhanced levels of YLA-1 (col. 8. lines 67-68). 
Applicant argues that there is no disclosure in the '966 patent that of mAb binding to an epitope 
of YLA-1 comprising amino acid residues 91-96 of Figure 15 to provide a decrease in arthritic 
score of about 65° n or greater w hen compared to a control antibody treated subject. Applicant 
argues that mAb 1 B3.1 affects the interaction of YLA-1 and T cells in conditions w here 
enhanced levels of YLA-1 are noted does not disclose binding of mAb' s to an epitope of VLA-1 
comprising amino acid residues 91-96 of Figure 15 to provide a decrease in arthritic score of 
about 65" i) or greater w hen compared to a control antibody treated subject. 

Applicant argues that the burden is not on the Applicants to show that the '966 patent mAb 
1 B3.1 could not under any circumstances target amino acid residues 91-96 of Figure 15 to 
provide a decrease in arthritic score of about 65" <> or greater w hen compared to a control 
antibody treated subject. Applicant argues, rather it the burden is on the Examiner to establish 
that the '966 patent in fact enabled that claimed method. Furthermore, Applicant argues in 
conjunction of case law that to anticipate under section 102, a prior art reference must disclose 
each and every limitation of the claimed inv ention, must be enabling, and must describe the 
claimed invention sufficiently to have placed it in the possession of a person of ordinary skill in 
the field of the invention. Applicant argues that the '966 patent does not specifically describe 
mAb's that target amino acid residues 91-96 of figure 15 in the treatment of arthritis to obtain the 
clinical endpoint of a decrease in arthritic score of about 65% or greater when compared to a 
control antibody treated subject. 

In response to Applicant argument that the reference is could not target amino acid residues 91 - 
96 of Figure 15 to provide a decrease in arthritic score of about 65% or greater when compared 
to a control antibody treated subject and that the reference is not enabling, but had not provided 
any objective evidence to support these assertions. Whether the rejection is based on "inherence" 
under 35 C.S.C. § 102 or prima facie obviousness under 35 I'.S.C $ 103. jointly or 
alternatively, the burden of proof is the same and its fairness is evidenced by the PTO's inability 
to manufacture products or to obtain and compare prior art products. Examiner properly shifted 
burden to applicant to establish, through objective evidence, that the method using the antibody 
of invention differ in unobvious manner from those of the prior art references. Ex parte Phillips. 
28 LiSPQ2d 1302 (BPAI 1993). Here, applicant has not provided any objective evidence to 
support the difference between the prior art and instant method. The record does not contain 
sufficient objective evidence that the referenced antibodies differ in any significant manner from 
that claimed. 
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Furtherr. the mechanism of action disclosed by the prior art does not preclude that the methods 
and compositions of '966 patent inherently would have had the properties recited in the claims 
because compositions comprising the same antibodies are administered to the same patients to 
treat the same type of arthritis condition to achieve the same result, that is. treating patients w ith 
arthritis. Regarding binding to epitope comprising amino acid residues 91-96 of Figure 15. given 
the high sequence identity between the referenced and claimed YLA-1 polypeptide; the 
referenced antibodies w ould have the inherent property of binding epitope comprising amino 
acid residues 91-96 in the absence of objective evidence to the contrary. 

Applicant argues in conjunction with case laws that Applicants have not merely defined 
advantageous clinical end points within a treatment regiment specified by '966 patent. Instead, 
the invention of the pending claims utilizes mAb's that target amino acid residues 91-96 of 
Figure 15 in the treatment of arthritis to obtain the clinical endpoint of a decrease in arthritic 
score of about 65% or greater w hen compared to a control antibody treated subject. Applicant 
argues that there is no inherent anticipation in this instance. Applicant argues that the claimed 
novel method of treatment is patentable distinguishable from the '966 patent disclosure that mAb 
1B3.1 reacts w ith T cells which have been activated from prolonged periods , both in vitro and in 
vivo. 

In response to applicant's argument that there is no inherent anticipation in this instance. A 
recitation of (that the antibody, capable of binding an epitope of VLA-I wherein the epitope 
comprises amino acid residues 91-96 of Figure 15) must result in a structural difference between 
the claimed invention and the prior art in order to patentably distinguish the claimed invention 
from the prior art. If the prior art structure is capable of performing the intended use "a decrease 
in arthritic score of about 65% or greater w hen compared to a control antibody treated subject"', 
then it meets the claim. For example in Atlas Powder Co. V. IRECO. 51 USPQ2d 1943 (Fed. 
Cir. 1999): the follow ing w as noted. '"Artisans of ordinary skill may not reeogni/e the inherent 
characteristics or functioning of the prior art. However, the discovery of a previously 
unappreciated property of a prior art composition, or of a scientific explanation for the prior art's 
functioning, does not render the old composition patentably new to the discoverer. " The Court 
further held that "this same reasoning holds true when it is not a property but an ingredient which 
is inherently contained in the prior art". See MPHP 21 12.02. Also, see Bristol-Myers Squibb Co. 
v. Ben Venue Laboratories , Inc. 58 USPQ2d 1508 (CA FC 2001 ); Ex parte Novitski 26 USPQ 
1389 (BPAI 1993); Mchl Biophilc International Corp. V. Mileraum , 52 l'SPQ2d 1303 (Fed. 
Cir. 1999); Atlas Powder Co. V. IRECO . 51 USPQ2d 1943 (Fed. Cir. 1999). 



Further, applicant has not distinguished how administering an effective amount of 1 B3. 1 
antibody to the referenced patients is distinguished over the claimed methods, which appear to 
rclv upon the same active ingredient being administered to the same patient population to reduce 
collagen binding to VLA-1 . 
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9. The following is a quotation of 35 L'.S.C. 103(a) which forms the basis for all obviousness 
rejections set forth in this Office action: 

/,// I paiem iihiv not he I'huiih'd ilum^h dm ineemnm >i"t hit nln .//>< •/<",•,/ >>r destnhed ■<% -rf t»rih in hi mm HC 
ill is li lie. 1 1 the ill I fere net s Iniween I hi' \uh/ci ' mailer snitch I U> he pawn let! iiml the prior art are aieh I liar ihe s ah/eel 
miller js ,, //„/,• nmihi have bivil "h \ mm ill I he I line I he iin en! urn was mailt I" a per sun Inning tirtlimirv skill in ihe iirl In 
whit h mihI suh/et! nun ler pe rutins I'liieiihihiluv \lmll not he iif&niwd hi ihe maimer in it huh I he until I urn ir.M made 

This application currently names joint inventors. In considering patentability of the claims under 
35 L'.S.C. 103(a). the examiner presumes that the subject matter of the various claims w as 
commonly owned at the time any inventions covered therein were made absent any ev idence to 
the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out the inventor 
and invention dates of each claim that w as not commonly owned at the time a later invention w as 
made in order for the examiner to consider the applicability of 35 L'.S.C. 103(c) and potential 35 
U.S.C. 102(0 or (g) prior art under 35 L.S.C. 103(a). 

10. Claims 1-7 stand rejected under 35 L'.S.C. 1 03(a) as being unpatentable over U.S. Patent No. 
5.788.966 (IDS Ref. No. AA). in view of Riikonen et al (Biochemical and Biophysical Research 
Communication 209:205-212. 1995) and Fabbri et al (IDS Ref. No. CB) for the same reasons set 
forth in the previous Office Action, paper No. 6. mailed 2 1 1 03. 

Applicant's arguments, filed 4 29 03 (Paper No. 8). have been fully considered, but have not 
been found convinciim. 



Applicant argues that the '966 patent, Riikonen or Fabbri do not disclose that the FBI 2 mAb will 
bind to an epitope of VLA-1 comprising amino acid residues 91-96 of Figure 15 to provide a 
decrease in arthritic score of about 65% or greater when compared to a control antibody treated 
subject. Applicant further argues that when the references viewed collectively, the '966 patent 
description of mAb 1 B3.1 reactions with T cells. Fabbri's disclosure that the FB12 mAb blocks 
adhesion of activ ated T lymphocytes to fibronectin and RiikoneiTs discloses that the mAb SR- 
84 blocks the function of al bl integrin describe the behavior of three different mAbs under 
different experimental conditions. Applicant argues that those references do not specify the use 
of niAb's that target amino acid residue 91-96 of Figure 15 in the treatment of arthritis to obtain 
the clinical endpoint of a decrease in arthritic score of about 65% or greater w hen compared to a 
control antibody treated subject. 

Contrary to Applicant assertions that the '966 patent teaches that the 1 B3.1 antibody inhibits 
collagen binding to YLA-1. Similarly. RiikoneiTs mAb SR-84 also blocks collagen and laminin 
binding the ulf^l (VLA-1 ) and Labbri's FBI 2 antibodies inhibits collagen, laminin and 
fibronectin binding to VLA-1 . 

Applicant argues that there must be a rigorous showing of a clear and particular suggestion, 
teaching or motivation to combine the references relied upon. Applicant urges that the 
combination not be motivated by impermissible hindsight. Applicant submits that there must be 
a particular showing that one of ordinary skill in the art would have believed there was a 
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reasonable likelihood of success that the suggested combination of references w ould w ork to 
yield the claimed invention. Applicant argues that the L:\aminer has failed to provide a rigorous 
show ing of a clear and particular suggestion, teaching, or motivation to combine the references 
to yield the methods of claims 1-7. 

The combined teachings particularly Fabbri ct <// provide clear direction, motivation and 
expectation of success in treating arthritis with ul \\\ -specific antibodies. There is no evidence 
that the method of treatment described in the instant claims would differ in an unexpected 
manner from those described in the references. 

In response to applicant's argument that there is no suggestion to combine the references, the 
examiner recognizes that references cannot be arbitrarily combined and that there must be some 
reason why one skilled in the art would be motivated to make the proposed combination of 
primary and secondary references. In re Nomiya, 184 USPQ 607 (CPA 1975). However, there is 
no requirement that a motivation to make the modification be expressly articulated. The test for 
combining references is w hat the combination of disclosures taken as a w hole w ould suggest to 
one of ordinary skill in the art . In re McLaughlin, 1 70 USPQ 209 (CCPA 1971 ). References are 
evaluated by what they suggest to one versed in the art. rather than by their specific disclosures. 
In re Bozek. 163 USPQ 545 (CCPA 1969). 

Further the motivation to combine can arise from the expectation that the prior art elements will 
perform their expected functions to achieve their expected results w hen combine for their 
common known purpose. Section MPEP 2144.07. 

In response to applicant's argument that the examiner's conclusion of obviousness is based upon 
improper hindsight reasoning, it must be recognized that any judgment on obviousness is in a 
sense necessarily a reconstruction based upon hindsight reasoning. But so long as it takes into 
account only know ledge w hich w as within the level of ordinary skill at the time the claimed 
invention w as made, and does not include knowledge gleaned only from the applicant's 
disclosure, such a reconstruction is proper. In re McLaughlin , 170 LISPQ 209 (CCPA 1971 ). 

1 1. Claims 1-7 stand rejected under 35 U.S.C. 103(a) as being unpatentable over U.S. Patent No. 
5,788,966 (IDS Ref. No. AA). in view of Riikonen et al (Biochemical and Biophysical Research 
Communication 209:205-212. 1995) for the same reasons set forth in the previous Office Action, 
paper No. 6. mailed 2 11 03. 

.Applicant's arguments, filed 4 29 03 (Paper No. 8), have been fully considered, but have not 
been found convincing. 

.Applicant has presented the same arguments above under claim rejections: 35 I .S.C $ 1 03 and 
Lxaminer rebuttals are same as addressed above in section 10. 
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1 2. No claim allow ed 

13. Applicant's amendment necessitated the new ground(s) of rejection presented in this Office 
action. Accordingly. THIS ACTION IS MADK FINAL. See MPEP $ 706.07(a). Applicant is 
reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) w ill be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

14. Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Maher lladdad. whose telephone number is (703) 306-3472. The examiner 
can normally be reached Monday to Friday from 8:00 to 4:30. A message may be left on the 
examiner's voice mail service. If attempts to reach the examiner by telephone are unsuccessful, 
the examiner's supervisor. Christina Chan can be reached at (703) 308-3973. Any inquiry of a 
general nature or relating to the status of this application should be directed to the Technology 
Center 1600 receptionist whose telephone number is (703) 308-0196. 

Papers related to this application may be submitted to Technology Center 1600 by facsimile 
transmission. Papers should be faxed to Technology Center 1600 via the PTO Fax Center 
located in Crystal Mall 1 . The faxing of papers must conform with the notice published in the 
Official Gazette, 1096 OG 30 (November 15, 1989). The CM1 Fax Center telephone number is 
(703) 305-3014. 

Maher Haddad. Ph.D. 
Patent Examiner 
Technology Center 1600 
July 14. 2003 



CHRISTINA CHAN 
SUPERVISORY PATENT EXAMINER 
TECHNOLOGY CENTER 1600 



